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^S.^^ -fj-7l^<*j{An organic acid salt of amlodipine} 

<1> «V^^ <5}7l 

#5.^ ^ (2-[ (2-oH t<Hl *1 ^ ] -4-(2-W3-S.n ^ )-l , 4-i=l *r°l ^-3 , 3] 

^o]cf. 

<2> [^j.^ 1] 



±L-§-sH^^ , SRV^, <>MN°lB, ^5H°lB, ^>3HB, 

S, EfsEeHojE , AjHeflolH g #-¥-.51 Ml o]B ^ ^^Efls. a>-§-^ ^ oicfji 7flA)£ 

5£i=r *f|89,167JO. iEth ^16,291, 490 Jl^- S-(-)-^S^^ 



H 
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# 7flA]^Jl flo.^, S-(-)-°J-5.^^ol ^nl ^Hflol j^.g. 7>¥ ^ 

<4> gc^j., ^1^^ ^14,879,303^1 ^ ^ft 1 ?!^- ^^fi A 1989-3375 J: tt afl 

3HH<g ^-ofl «l«fl (1) -8-«fl£, (2) -*M^ #3 -8, (3) ^ (4) 3*fl 

<5> nam, ^7fl ^J-g-^uL #3.t^ afl^NHBfe pH 1-7. 4*IM3 -g.«fl£ 7 V «1 

A>-g-^>7l^l l-e]^ SU^, nfl-f ^ a_v 

10%^ it^Rr i^l^ AjAj-O.^ A>-g-£l^ C^O] Clef (^1^ -^7fl 

^lW01999/52873JL). SEth -£^-g- ^4*>?1 #5L&<£ 

^ a}-§-^- ^leJ-jE, oj-^d^ a^l^efloiE afla^aiH =-Aj 7131 6 J-EM^ 

^ti>S>7l ^71-^O.S ol# *«-Aj5|.Al7l^- ^^ol ^^s>C)-Jl 7]^-5\51 

oicf *7fl *tiW01999/52873JL). 

<7> Olofl, M. ^ Aj- 7 leV g-^-g- jfllf ^ A}^ C*^ 
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<8> £ ^t]^ <Hm^__--t_-9j# ^^Hr 

<9> JElLh ^-^^ ^"71 o\)^s.#<%°] o. $ 

afl^-SRr 3^ £W. 

<12> Hi*}-, -g- l-*^ -§-*flf^H ^T^Sf ofl^^^- «V-§-A)^^- ^7^1* 

<13> Hfl, o. S o_.gr*> ego] oj-^^^o) ofl Ej-^S-AV^ £ ^Mlt^ 

^ HL^ ^V^flSl ^Efl^ ^fitK 

<14> ol*>, ^ o. ci o. 
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<is> ^jg. $}7] S)-«M2£] ^S.^^^ ofl^-^A]- <§(amlodipine ethanesul fonic 

acid salt)°ll ^o]cf. 
<16> 2] 




pH ^ 200aH o}^ -g-sflJE!- i-fB^x}. <&3,t]& 

<i8> ^. #3.^^ ^i^#^^^r ^ sie-^, 

-g-«1|^M °fl^#^>* ^-§-A]7)fe S#*Kf #5.^^ ofl 
<20> [ti_V-§-Al 1] 
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FDA°fl A i «1-g-€ ^ 0 M, ^j^lS.^ £ -fr«fl^l & 

<23> Aj- 7l a-^-Aj -g-uflf^Ai <# SC ^ cfl^ 6\] ^S.^ 1-2^, ti>BJ-3l^]- 

Tflfe 1.02-1.2^* ^7>*H ^r-S-^]^ *r 5*-^, -5°C~30°C, a}^*}^ 
0°C~15°C^ ^-^^H 30£-~5*m, «}^<5M1^ 1~3*}1} ^^1^ =t= S^. 



<25> ^S^^ ^ ^Ml^A^ ^ 

<26> S^^-O. A>^] > ofl^] j jg^ f ^^1, £2:AllMl ^ ^ 

^-g- 2fl*ll f-S] til^^-g- *fltg OJg. ^ ^O.t4 ( ol^*V *\)t§6\) i£ 
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£r ^S-tq^o.^ 1^ 2~-10mg^ 9l°-^, ^^M^ 1«J 2.5- 

12.8mg£] <^3L^ ^e^^a}-^ ^.o.^. ^ 014. 

#30] Jjugaj), ^^1, 1# SE^r 2# ^nflx] o.^ a> 

4 s &al, -§-«fl^S.>H ^^£]#^> ^Bf , ^^^^ ^# Aj-g-^ - 

$A°-^, ^l-§-^ 5T]^.Al^ ^71 ^TflLfljg. ^*Rr 53* «o V 

Aj-^o.^ 3Z]*V7MH %7}^r ^ 91^ ^7H), 7>^*fl, ^^1, 2M*il f 
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10-40%^ #el#, ^ -g-^^^-i- #*l*HrCll <£(ofl : °}= egg}. 

<31> O]*} ^.g. ^Aj^l- D]^- ^1^1 ^t^. ^M", ^Hl^T 

<32> -*J-*H] 

<33> ^ °H^^^S] f-*H ^S-^^. ^^S-AJ- 

till ^ 31 oiB^ tiling 4. 

<35> ^jl ^aHI i: #3.t^ tifl^^olH^l ^flS^ 

<36> cflt!- 1 ?!^- ^^iL *\] 87-809:M ^HH] ccfe). o^t}^ ^S^^cf. tfl 

tb 1 ?!^- ^H^iL 95-7228^1 ^aHH ^ Hfl^HB-I- afl^^c}.. 

<38> 1L ^fBl-ial <Hm#^:(ethanesulfonic acid) 11.56g(1.05^^) ^ 

200ml^r 7>^fl ^cf. <^ 7 H1 #3.^ 40.8g(0. lmol ^lfM- 300mH -g-*lH?l 

-g-ofl o. ^ 7}i g ^ > 23°C^^ 2Al^> -§-<tV m*J:*V ^ 7°C5. vg^^c^ ^o_V mL&Is} 
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<39> 



^4. ^€ -Hall* 5°C 100ml, n-^^> 100m IS. Afla^ji 35°C<HH 

^l^-?iS3r>^cf. ZL ^3]- #5Lt]^ <Hl^-#^^* 1^ -H^l^i 46. 4g ( 

: 90%)^ <£534. 



<40> 


SI. 










<41> 


^i£-*)(C 22 H 31 eiN 2 0 8 S) 








C: 50.9 


H: 6.0 N: 


5.4 S: 


6.2 ; 






C: 50.8 


H: 6.0 N: 


5.3 S: 


6.3 j 


<42> 


-g-^: 190°C 










<43> 











<44> 



<45> 



<46> 



S2. 



o 






oj-Sc]^o.SAl 5.0 mg *fl^^ 




65 mg 




120 mg ! 




4 mg 




2 mg 



19-14 



1020020044858 



#^ 2003/7/23 



<50> 



3.3. 



<51> 









<#^k)i&.°-^*] 5.0mg «*g= 


TT O 


180mg 




6mg 


#e|«|^*|f-e]€- K90 


6mg 




4mg 




2mg 



<52> 



<53> 



<54> 



<55> 



<56> 



FL0W*fl A}.g-)ofl o^><*| Bf^-g- ^S«3r ^, v^*] ^*}JI 

(ERWEKA^11)# A}-g-*H Ef^^^rf. 

£L4. 



-g- 








^|_cs.Al n^aj^j s.^o_ s 


65mg 




120mg 




4mg 




2mg 



<58> ^aH1 5 : oj-g.^^ol «^m#^>^» 3£W^ %HMl£] afls 
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<60> 



3.5. 



<61> 









^t^JlS*] 5.0mg 




180mg 




6mg 


#e)H|^s)l-^s- K90 


6mg 




4mg 




2mg 



<62> -R-^, as^til^, l-H^l^l-el^- K90# A>-g-«H , -n-^# S^CSPIR A 
FLOW^l A>-g-)6fl <2]i?H ^^cf^ uj-t^^ ^^-i- xf^i ^1 ^^l7l 

(Bosche^V 41^, 3^ ^iHl 

<63> ^AHle: ^m#^>^Ql x\* 



<65> 



<66> 



S6. 







25% 


60* 


75* 


95% 
















0.12% 


0.08% 


0.09% 


0.13% 


0.15% 




0.14% 


0.10% 


0.09% 


0.15% 


0.17% 



<67> 



<68> 



^ afl^3MH£}- o^vo} tij^^^-i- ^ ^cf. ^Vcfl^s 95%oiH 0.5%ol^ 
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<69> 



<70> 



<71> 



afl-^HB-fr 37°Cofl^i ^fl^^HH^ -g-*fl£* ^SVSfo.^, ZL ^ 

-g-^£(mg/ml)olcf. 

a7. 













HH^EHolE( m g/ m l) 




"o-rr - r 


>200 


1.29 




pH 2 


>200 


1.29 


37"C°lH -g-sfl 


pH 4 


>200 


1.32 


pH 6 


>200 


1.28 


pH 7 


>200 


0.64 




pH 7.4 


>200 


1.35 




pH 8 


>200 


1.25 





^S-aV^^ -g-*fl;£7> #3.1^ wfl^Efl^lH^ -g-^S.sf 200«fl 

-f^tb ^"i- 7>Xli ^ ^Cf. 

<73> 41*1418: 4La±g±h£^ *U 

<74> 1. JH^l ^-EflollA^ o^t^ 4m^^>«£) 3*-^ 

<75> ^Alojjlofl^ afl^ #5.1^ 4|^£^i+<£ £ ^-jt ^A|^lofl^ ^i^«v oj-^cj^ 

Wfl^B^lB# 7>X]JL, 60°C4H 7>^Al^-g- ^Al§>0|0.^ ( ZL £8*11 J5_ <=^ <5> 5* tf . 

<76> 3.8. 



<77> 





2:7| 


1^ 


2-r 


3=r 




99.7% 


99.6% 


99.6% 


99.5% j 




99.6% 


99.6% [ 


99.4% 


99.2% I 
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<78> 



(^fe HPLC 



<79> 



HPLC -g-*| nf^-azj- ^-o^cf. : 



<80> 



^#71: ^>5d ^£(^4^" 237nm) 



<81> 



^-Eft-fl^ C18 (4.6mm x 150mm, 5pm) 



<82> 



2.^«flol^|(0.03M) : = 4:6 (Jfi|) 



<83> 



-fr^ 1 : 1.5 ml/min 



4^ iL^H #5j-«- ^^tf. ^ £aj-<q ^^vo. ^-71 JIM] 

EfloflA^ o>^^ ^igofl S^^-S HPLC* . 

°1H S.^- ^n^o) °X%o.vl, ^ 
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#3. 3^ oil ^#^^v^ . 

2] 
3] 

-S^ti^H ^igr^Abt- *}--§- a] 71^ 3L#S>*r #5.^ 

4] 

51 
6] 
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